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RUNXfamilyareevolutionarilyconservedmetazoangenesthatencodeaDNAbindingsubumt
ofatranscriptionfactor.Recently,RUNXgenealongwithp53andothertranscriptionfactorswere
fbundtobepresentinunicellularolganismconsideredasaprecursortothemetazoan.RUNXis
knowntofUnctionincellspecificationindevelopmentandfrequentlyinvolvedincarcinogenesis.
WereportedearlierthatRunx3fUnctionsasabarriertogastricandcoloncarcinogenesis(1,2).
Morerecently,webegananalyzingtheK-Ras-inducedlungcancerusingmousemodel.
Inanattempttocurecancerbyrestorationofp53,twogroupsperfonnedsophisticatedmouse
studiesusingK-Ras-inducedlungadenocarcinoma.Theresultsreportedin2010indicatedthatp53
destroyedonlyhigh-gradeadenocarcinomabutnotadenoma(3,4).Ifp53isentirelyresponsible
fbroncogenesurveillance,theresultsdescribedinthesetwopapersarepuzzling.
WeusedmicecarryingRunx3f/f,K-RasLsL-G12D,Adeno-Creortm/CreERTindifferent
combinationsandconditionallyactivatedCrerecombinasebytwodifferentmethods:oneisto
expressinalargenumberoflungcells,theotherinmuchsmallernumberofcells.Wefbundthat
K-RasG12DaloneinducedlungadenocarcinomawhenCrewasactivatedinalargenumberofcells.
However,IfCrewasactivatedinasmallnumberofcells,activationofK-RasGl2Daloneor
inactivationofRunx3alonedidnotinduceanytumoroveroneyear.OnlywhenCrewasactivated
inasmallnumberofcellsinthemousecan･yingK-RasG12D,Runx31ｿf,lungadenocacinoma
developedveryrapidly,indicatingthatinactivationofRunx3isrequiredfbrK-Rastoinduce
adenocarcinoma.
WeanalyzedthepossiblemechanismfOrthisphenomenonandtheresultswillbepresented.
ThissmdysuggestedthatfirstlineofdefenseagainsttumorfbnnationiscarriedoutbyRunx3and
thesecondlinebyp53.
Acknowledgement:Thisstudywasperfmmedinclosecollaborationwithmyfbnnercolleague,
Dr.Suk-ChulBaeinChungbukNationalUniv,Korea.
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